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Box No. 1 Basis of the report 



1*. With regard to the language, this report is based on the international application in the language in which it was 
filed, unless otherwise indicated under this item. 



□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 



Description, Pages 

1-11 as originally filed 

Claims, Numbers 

1 -32 received on 1 3.08.2004 with letter of 23.07.2004 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4. □ This report has been established as if (some of) the amendments annexed to this report and listed below 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. " 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 7,8,16,17,22,23,25-29 

No: Claims 1-6,9-15,18-21,24,30-32 

Inventive step (IS) Yes: Claims 25,26 

No: Claims 1-24,27-32 

Industrial applicability (I A) Yes: Claims 1-32 

No: Claims 

2. Citations and explanations (Rule 70.7): 
see separate sheet 
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Re Item V. 



1 The following documents are referred to in this communication: 

D1 : US 5 442 008 A (FUELBERTH WERNER ET AL) 1 5 August 1 995 (1 995-08-1 5) 
D2 : DE 44 20 1 02 A (ASTA MEDICA AG) 14 December 1995 (1995-12-14) 



2 INDEPENDENT CLAIM 1 

2.1 The present application does not meet the criteria of Article 33(1 ) PCT, because the 
subject-matter of claim 1 is not new in the sense of Article 33(2) PCT. 
Document D1 discloses (the references in parenthesis applying to this document): 
Tablets comprising ramipril and lactose monohydrate, maize starch, microcrystalline 
cellulose, highly disperse silica or mannitol and microcrystalline cellulose (examples 
6, 7). The problem of the influence of humidity is addressed (column 1 , line 60 - 
column 2, line 24). 

2.2 The present application does not meet the criteria of Article 33(1 ) PCT, because the 
subject-matter of claim 1 is not new in the sense of Article 33(2) PCT. 
Document D2 discloses (the references in parenthesis applying to this document): 
Tablets comprising ramipril, microcrystalline cellulose, Starch 1500, lactose, disperse 
silica (example 8). 

2.3 The excipients used in the ramipril formulations are mostly known from D1-D3. The a 
particular brand name can not confer novelty because the product of a brand name 
may change over time and the name is as such unclear. The composition claimed 
comprises dry mixed excipients being identical to those disclosed in the prior art. 
Consequently, the subject-matter claimed can not be rendered novel by the water 
content which derives implicitly from the water content of said same excipients. 

As the same excipients are used in the prior art and the present invention, the water 
content of the final formulation is most important, as also can be derived from the 
arguments put forward in the application. However, the application does not give 
statistical data of the KF values cited. Furthermore, no KF values are given for the 
formulation prepared in the examples, but only LOD data is provided. Consequently, 



Form PCT/Separate Sheet/409 (Sheet 1) (EPO-January 2004) 



^ SEP ^ {ATE SHEET > PCT/EP2004/000456 

it is not possible to compare the formulations of the present application and the prior _ 
art as to their water content, this being an essential feature of the invention. 



INDEPENDENT CLAIM 30 



3.1 A package as in claims 30-32 does not render a product novel which lacks novelty as 
such, if the package as such is also not novel. 



4 DEPENDENT CLAIMS 2-24, 31 , 32 

Dependent claims 2-24, 27-29,31, 32 do not contain any features which, in 
combination with the features of any claim to which they refer, meet the requirements 
of the PCT in respect of novelty and/or inventive step (Article 33(2) and (3) PCT). As 
claims 27-29 may also relate to the mere process of packaging of the composition, 
said claims are not novel. 



CLAIMS 25 and 26 



5.1 The present application seems to meet the criteria of Article 33(1 ) PCT, because 
the subject-matter of claims 25 and 26 is inventive in the sense of Article 33(3) F 
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Claims " - 

1. Solid pharmaceutical composition comprising 

(a) aneffeCive amoun. of ramipri, and/or . pharmaceut|ca , ^ ^ 

(b) one or more pharmaceutical^ acceptable exciplenls 

charactered In M .he composition is stabilized by hairfng a suitably ,ow water 
content of iess man about 4.0 we i9 h,-% measured by .oss-on-drylng o "Chan 
about 5.5 we.ght-% measured by Karl-Rscher-analysis 

2. Composition according to Calm 1, wherein the water content is .ess than about 4 5 
we.ght-% measured by Karl-Flscher-analysis 

3. Composition according to claim 1. wherein me water content is less man about 3 0 
wetght-% measured by loss-on-drying. 0 

4. Composition according to any of toe preceding ciaims. wherein ramipri, and/or a 
Pharmacol, acceptable sa„ thereof* in form o, pharmaceutical, ^™Le 
annate, solvate and/or. hydrate and/or ,ncrysto,„n e and amorphic 

7. Composition according to claim 1 - 4 wherein th« ~k 
capsu^ 4 ' Wh6re,n Pharmaceutical composition is a 

8. Composition according to claim 1-4 w/hora.vw *k . 
sachet> 4 * Where,n the Pharmaceutical composition is a 

10. Common according to Cairn S. wherein one of said excipiente is microcrystalline 
1 1 ■ Composition according to Cairn t - 9. wherein one of said exCplente is Avice, PH 

« Co°ZoT n 3CCO ? 9 '° da ' m 8 ' Where ' n ° ne ° ,SaW «■*. 
IS. Compose accords to Caim , . g. wherein one of said excipiente is S.arch 1500 



- 13- 



147 Composition according to claim 9, whereifT^e~6f sai^ dioxide. 

15. Composition according to claim 1-9, wherein one of said excipients is Syloid AL-1 
FP. 

16. Composition according to claim 9, wherein one of said excipients is calcium 
hydrogen phosphate. 

17. Composition according to claim 1-9, wherein one of said excipients is Dicafos A or 
A Tab or Anhydrous Emcompress. 

18. Composition according to claim 9, wherein one of said excipients is lactose. 

19. Composition according to claim 1 - 9, wherein one of said excipients is Pharmatose 
DCL21. 

20. Composition according to claim 9, wherein one of said excipients is mannitol. 

21 . Composition according to claim 1-9, wherein one of said excipients is Perlitol. 

22. Composition according to claim 9, wherein one of said excipients is calcium 
sulphate. 

23. Composition according to claim 1-9, wherein one of said excipients is Destab or 
Drierite. 

24. Composition according to any of the preceding claims where one or more excipients 
are dried prior to use or throughout the manufacturing process to achieve the 
required level of water content. 

25. Process for the preparation of a composition according to any of the preceding 
claims, wherein environmental conditions during manufacture are maintained at a 
relative humidity equal or less than 35% at ambient temperature. 

26. Process for the preparation of a composition according to claim 1 - 23, wherein 
environmental conditions during manufacture are maintained at a relative humidity 
equal or less than 35% at equal or less than 30° C. 

27. Process according to any of the preceding claims, wherein the pharmaceutical 
composition is packaged into a packaging material suitably tight against penetration 
of humidity. 

28. Process according to claim 27, wherein the packaging material is a container 
including lid composed of polyethylene and/or polypropylene and/br glass. 

29. Process according to claim 27, wherein the packaging material is a strip or blister 
pack composed of aluminium which might be suitably coated or high density 
polyethylene. 
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30. Package 'comprising a compositid"n"ai:c~ordihg to ^ claims~T~23 packaged with * 
packaging material suitably tight against penetration of humidity. 

31. Package according to claim 30, wherein the packaging material is a container 
including lid composed of polyethylene and/or polypropylene and/or glass. 

32. Package according to claim 30, wherein the packaging material is a strip or blister 
pack composed of aluminium which might be suitably coated or high density 
polyethylene. 



